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DETAILED ACTION 
Response to Amendment 

Claim 92 has been amended as requested in the response filed December 21, 
2006. Claims 90-94, 96-98, and 100 are pending and under examination in the current 
office action. 

The text of those sections of Title 35, U.S. Code not included in this action can 
be found in a prior Office action. 

Information Disclosure Statement 

A signed and initialed copy of the IDS paper submitted 21 December 2006 is 
enclosed in this action. 

Withdrawn Objections and Claim Rejections 
Specification 

The objection to the specification regarding the invention's title is withdrawn in 
view of Applicant's amendment to the title. 

The rejection of claim 92 under 35 U.S.C. 112, second paragraph, as set forth at 
p. 4 of the previous (06/21/2006) office action is withdrawn in view of applicant's 
amendment to the claim. 
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The declaration filed on December 21, 2006 under 37 CFR 1.131 is sufficient to 
overcome the Brazil et al. reference. Accordingly, the rejection of claims 90-92, 94, 96, 
and 97 under 35 U.S.C. 102(a) is hereby withdrawn. The rejection of claims 90-94, 96- 
98 and 100 under 35 U.S.C. 103(a) as being unpatentable over Brazil et al. in view of 
DeWitt et al. and WO 99/60024, and further in view of Johnson-Wood et al., Friedland et 
al., and Walker et al. is similarly withdrawn. 

Applicant's arguments, see p. 7 in particular, filed December 21 , 2006, with 
respect to the rejection of claims 90-94, 96-98 and 100 under 35 U.S.C. 103(a) have 
been fully considered and are persuasive. The rejection of claims 90-94, 96-98 and 100 
under 35 U.S.C. 103(a) as being unpatentable over US Patent No. 5,935,927 to Vitek et 
al. in view of DeWitt et al. and WO 99/60024, and further in view of Johnson-Wood et 
al., Friedland et al. and Walker et al. has been withdrawn. 

New Claim Rejections 
Claim Rejections - 35 USC § 112, first paragraph 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 90-94, 96, 97 and 100 are rejected under 35 U.S.C. 112, first paragraph, 
because the specification, while being enabling for a method of screening an anti-Ap 
antibody for activity in antibody-mediated clearance of an amyloid deposit of Ap, does 
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not reasonably provide enablement for a method of screening any antibody for such 
activity as broadly claimed. The specification does not enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the 
invention commensurate in scope with these claims. 

The factors to be considered in determining whether a disclosure would require 
undue experimentation include (1) the quantity of experimentation necessary, (2) the 
amount of direction or guidance presented, (3) the presence or absence of working 
examples, (4) the nature of the invention, (5) the state of the prior art, (6) the relative 
skill of those in the art, (7) the predictability or unpredictability of the art and, (8) the 
breadth of the claims. In re Wands, 8 USPQ2d, 1400 (CAFC 1988). 

The claims are broadly drawn to a method of screening an antibody for activity in 
clearing an amyloid deposit of Ap, comprising combining the amyloid deposit, the 
antibody, and microglial cells in vitro, and monitoring a reduction in the amount of 
amyloid deposit remaining, wherein a reduction indicates the antibody has clearing 
activity against the amyloid deposit. The claims are thus drawn to the use of a genus of 
non-specific antibodies for practicing the screening method. 

The nature of the invention is the demonstration that certain anti-Ap antibodies, 
in particular those antibodies that bind to an epitope within Ap1-7, are capable of 
inducing a phagocytic clearance response to amyloid deposits in vitro by microglial 
cells. Both the instant application and the art recognize that such an ex vivo assay may 
be used as a predictor of the antibody's in vivo efficacy in potential therapeutic use, 
such as in the treatment of Alzheimer's disease. See, for example, Bard et al. {Nat 



Application/Control Number: 09/724,288 . Page 5 

Art Unit: 1649 

Med. 2000; 6(8): 916-919) and Bard et al. {Proc Natl Acad Sci USA, 2003; 100(4): 
2023-2028), both listed on Applicant's IDS. However, both the instant specification and 
the art indicate that only anti-Ap antibodies, and in particular those anti-Ap antibodies 
directed to the N-terminus of Ap such as residues 1-7 of Ap, have ex vivo efficacy. For 
example, the instant application discloses that control antibodies were incapable of 
inducing a clearance response, such that "there were no phagocytic vesicles containing 
Ap, and the plaques remained intact within the section" (see p. 98, lines 14-16). 
Similarly, Bard et al. (2000) note that in the ex vivo assay, "there was no degradation of 
Ap staining in cultures with control IgGI" (see p. 918, 2"*^ column). Thus, the instant 
disclosure is lacking in guidance or evidence that any antibody, such as a non-anti-Ap 
antibody, would be capable of performing the required activity. Applicant's disclosure is 
limited to findings on anti-Ap antibodies only. The specification fails to provide sufficient 
guidance as to whether said screening method could be practiced on non-related 
antibodies, such as an anti-myelin antibody, an anti-tau antibody, or an anti-neuron- 
specific antibody to name but a few. 

The state of the art also indicates that even within anti-Ap antibodies, there is 
unpredictability as to which of the antibodies will elicit a phagocytic response. For 
example. Bard et al. (2000) note that antibodies 16C1 1 and 21F12, which both 
recognize C-terminal epitopes of Ap, are ineffective in mediating an ex vivo clearance 
response (see Table 1, p. 918). Similarly, Ard et al. {J. Neurosci Res, 1996; 43:190- 
202) note that when 1 0% fetal bovine serum (which comprises various IgG molecules) 
was added to medium containing cultured microglia and Ap aggregates, a decrease in 
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phagocytic activity was observed. Wliile tlie investigators surnnised that the 
suppression in microglial activity may be due to proteases within the serum, the 
possibility that interference from non-specific IgG molecules in the serum cannot be 
ruled out as a potential cause of decreased Ap accumulation in the microglial. Thus the 
art reflects unpredictability in performance of clearance activity when the three main 
components - an antibody, an amyloid deposit, and microglial cells - are simply 
combined in vitro without regard to the specificity of the antibody. As such it would 
require undue experimentation on the part of the skilled artisan to screen the genus of 
nonspecific antibodies in the claimed method, not all of which would be at all 
efficacious. 

A patent is granted for a completed invention, not the general suggestion of an 
idea and how that idea might be developed into the claimed invention. In the decision 
of Genentech Inc, v. Novo Nordisk, 42 USPQ 2d 100, (CAFC 1997), the court held that: 
"[p]atent protection is granted in return for an enabling disclosure of an invention, not for 
vague intimations of general ideas that may or may not be workable" and that "[tjossing 
out the mere germ of an idea does not constitute enabling disclosure". The court further 
stated that "when there is no disclosure of any specific starting material or of any of the 
conditions under which a process is to be carried out, undue experimentation is 
required; there is a failure to meet the enablement requirements that cannot be rectified 
by asserting that all the disclosure related to the process is within the skill of the art", "[i]t 
is the specification, not the knowledge of one skilled in the art, that must supply the 
novel aspects of an invention in order to constitute adequate enablement". The instant 
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specification is not enabling because one cannot follow the guidance presented therein 
and practice the clainned method without first making a substantial inventive 
contribution. 

The test of enablement is not whether any experimentation is necessary, but 
whether, if experimentation is necessary, it is undue. Due to the breadth of the claims 
encompassing a genus of non-specific antibodies, the state of the prior art which 
establishes the unpredictability of eliciting a phagocytic response even when anti-Ap- 
specific antibodies are used, and the complex nature of the invention, undue 
experimentation would be required of the skilled artisan to practice the claimed 
invention in its full scope. 

Claim Rejections - 35 USC § 112, second paragraph 

Claim 90 is rejected under 35 U.S.C. 112, second paragraph, as being 
incomplete for omitting essential steps, such omission amounting to a gap between the 
steps. See MPEP § 2172.01. The omitted steps are: comparing the reduction in the 
amount of the amyloid deposit to a control sample or culture. 

Claims 90 and 91 are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

The phrases "screening an antibody for activity in clearing an amyloid deposit" 
and "indicating the antibody has clearing activity against the amyloid-deposit" in claim 
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90 render the claim ambiguous and indefinite because it would appear that the antibody 
itself is responsible for clearing the amyloid deposits when in fact it is the microglial cells 
that phagocytose the amyloid deposits; It is presumed, therefore, that the activity of the 
antibody is to enhance the microglial cells' phagocytic clearing activity toward amyloid 
deposits of Ap. 

Regarding claim 91, the recitation of "an antigen" renders the claim indefinite 
because it is unclear which antigen is being monitored in the claimed method. For 
example, the claim recites "monitoring the amount of an antigen associated with the 
amyloid deposits". However, the claim 90 recites a method of screening an antibody for 
"activity in clearing an amyloid deposit of Ap". It is therefore unclear whether this 
antigen being monitored is Ap or it is another undefined antigen. The metes and 
bounds of the claim therefore cannot be determined. 

Conclusion 

Claims 90-94, 96, 97 and 100 are rejected. Claim 98 is objected to as being 
dependent upon a rejected base claim, but would be allowable if rewritten in 
independent form including all of the limitations of the base claim and any intervening 
claims. 
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Advisory Information 

Any inquiry concerning this comnnunication or earlier communications from the 
examiner should be directed to Kimberly A. Ballard whose telephone number is 571- 
272-4479. The examiner can normally be reached on Monday-Friday 9 AM - 5:30 PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Janet Andres can be reached on 571-272-0867. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
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